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Amenciments to tlie Claims 
This listing of claims v/ij 



IjL 

i 



listings, of claims in tt^fei a^E|Licat^a.on 



Iiisting of Claims? 

1 (currently amended) 
of formula (I) 



?^ sif^ne -plrotease inhibitor compound 



l-P(D)„ 



where R2 represent&i 




(iii) — iooquinolin 7 



5 yl, — ifi dagol G yl, bcnfl 



optionally cub g- titutcd q - 



hQlo a-l-k-y3r? — cyano, nitro 



— bcngimidaaol S - 
Qubptitutcd at the 2 pob 
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ace 



it: 

m 



all prior versions, and 



(i) phenyl optionally ^feeing • Substituted in the 2 and/or 
4 position by halo, nitrb^ : i|aloalkoxy , hydrazido,. 

alkylhydrazido, amino, cVanq^i: |j halQ^.13<yl , alkylthio, alkenyl, 



alkynyl/ acylamino, tri ibr 4|lg;luor|methoxy , carboxy, acyloxy, 
MeS02- or Ri, and option^:iil^^^ubat|tuted at the 6 position by 
amino, hydroxy, halo, am^l |^ iarbo|:y, alkoxycarbonyl , cyano, 
amido, aminoalkyl, alk03# j oil|| ^Ikyl^^ or 

(ii) naphth-2-yl <^)4i^^lly; .^ubstituted at the 6 or 7 
position by halo, haloam6x^jr||hald|ilkyl, cyano, nitro, amino, 
hydrazido, alkylthio, al3t4n^i|* alk^yl or Rij and optionally 
substituted at the 3 pos3,ti<i^i^by ^ino., hydroxy, halo, al3cyl, 
carboxy, cyano, amido, alminQ^kyl>|;alkoxy or alkylthio; 

yl|j|:ndoi:|D yl, indol C yl; indasol 



bthiiaisol G'H yl or bcniB - isoxasol ■ 5 - y3 r 



z\ tricp;3 pd:^iti<g)^ - i-by halo; hs b i^oalkoxy , 
am|ii}i h^raaido, alkylthio, alkenyl, 



vl'^^jbr" bcnsothiazol G yl optionally 



iti^>icj{^:by -cnnino; 



|3 



@005 
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4 or 



(v) tihiGn H yl or tHi en |^gyi ioptjionally aubotitutcd ot 



^ -poaition by hc|{Lpi;::i:il:^lpcllfe^ hal e all^yl, ayano 



nitro/ amino, hydrQnido/|alkiql^ al 



(vl) 3.1 methyl cnGdaoic/piiSn^^^^ 2! 3 dihydroin^ol 6 yl 

4 ! ^^k- :• . _ 



3,3 diahloro 2 oje-q Indol:; 



& 7- y|; j !S4 1 racchyl 3 aminolndazol 5 yl; 



(vii) — tecnsottiiagol 3 



tctrahydroimidagQ [1,2 a] i^yri^'X^in .2 yl ; 



(viii) p y rasol 3 - yI - 



it ion by halo, haloalii(o!xy;fl|i;ilpallt:Vl . cyanoy xiitro, amino j 



hydrasido, alkylthio, al^ 
(ix) pyrid 2 yl optl 



43ef — pyrid 3 yl opt^ 



fay ^raaido; all^'-G r fehio/ ai|:Gnyi^; a^ or TI^ t 



poaition by amino/ — hydr e| 



amido, — aminoal3s:yl , al]co3C7 



i 



hydras Ido ^ — ae-Ir kylthiO/ — aBponylg alk^nn^t ^ 



i 



(xii) — indol - H yl opijclo^i^^ly >ubc 



MARTIN A HAY AND CO 

i \ 
i m fe-' i- 

• 'MM-' 



yr^;;|:ttiidagoTl,2 a]pyrimirdin 2 yl or 



ob^;i|lc|haliy - ab at the 5 



|; alkynyii or 



o!n{^l||^^;:oiibQtf^^ at the 5 pooiti - o -a 



by ha l o, haloalkojcy, halqdllcji^^^ :'o^ nitro, amino, 

hydrazido, allcylthioy al]jdny||^ alkyn ^ 



Lonajlly ; dubamfe r iitcd at the G poaition 

■ ■ • ■ ■ • 

by halo, haloalk - exy, hai;pdllc|[|;.; : cyano^ nitro, amino. 



45 0i) bonaofur 2 yl ;^x|t3|?r^a:].ly oubotitutcd at the, 3 



ft 



poaition-by halo, halQamojq^; ghai;oa - lS<lyl , cyano, nitro > amino 



nitrog e a - atom by alkyl a!Jid 'qpglbnal l y ' subotitutod at the 5 or 



tlo/ all^y lr; — carboxy , cyano , 



- !or:.!§:i]rylthlo and at the 5 or 6. 



1 03 fr 



titutcd on the Indole 



< - ?"POoition by halo, hal4il^jc5j^/:^ cyano, nitro 

amino, hydrazido, alkylt|hio|:!;|:lkQnyl, alle^rayl or li^ -r 



(xiii) indol G yl djubctilftlited at the 5 popxtion by amxno; 



hydrojcy, halo, alleyl, ccj:ri)dK|i: .alkOKycarbonyl , cyano, amido ? 



aminoalkyl > — alkoxy - or al' 

■.I 



jj I 



cyifeMjio: and optionally aubotitutod a -fe 



the 3 position by halo > ':!hald:icii;kQ3s:y, ];ialoal]Lyl, cyano, nit^ 



amino , — hydranido, — al]cyltihl6;^j gilkbnyl 



I! 



-{"M LV) bcnso [bl thiopliisn;!.:2";:y.l 



is 



■egH feionally OH ^ atitutcd at th -e 



3-pooition by amino, hyc: i rpq:^|g:halQ, alleyl, carboxy, oyai - H ^ 



i 



.r..v r>.v. 
i>:> : 
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ami do, — aminoallcyl / — alleox; 



1 



MARTIN 



A HAY AND CO 



ft;:!' 



mm 



li 



T Wm 



ipcylthio and at the S or g 



hydraaido; Ql]^ylthio. alil::hy|||||ji]^^^ 



-X-X- is CONH caah. X 



each R ia ^dcpGndGn||[ | l - 
alkoxy, alkyl, aminoa 



alkoxycarbonyl , alkylami^oca2Jfes?iiyl , 
acyloxymethoxycarbonyl Q'3C 



hydroxy, alkylamino, al3c|x[y,^|p:Q,.: 

Rl is as defined fqif !Ri:|i|:&3:bvi 

■unsubstituted aminoalkyl;; 
L is CO, CH2NH 



lit 



CH=CH{CH2)Tn/ so2iNrRi^iJ ss|s^|(;CHi2) 



(CH2)mS02NRid (where eac;||L 
hydrogen an organic linkqllr 



5 ' efccd from C, it 



cyclic group ) ; 

Y is a CH a nitrogc| 3r 



Cy is a saturated ci|c 



homo— e^^i= 



R3a phenyl optionalli^ 



each R2bl independeriEtly||L^;iRic 
thiol, alkylthio, alkylJijLpl|i 
imidazolyl , tetrasolyl , 



alkylsulphonamido , alky^lkmiii^ 
haloalkoxy and haloalkyj 
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poGition by halo, haloalijbky|pci^^^^ cyano; nitro; amino. 

^^^^^ 



Mdxmo^ he aminoiooquinolyl ; 



al:kt^i;&mino 



entfe hydrogen or hydroxyl, 

alkoxyalkyl , 
aUkoxycarbonylamino , 
optionally substituted by 
aryl or cycloalkyl; 
djsd that Ri is not , 



w1 



O .:^hd. Sr — 



atjpm! ;dr a 



unsSfcuiiatecl 

■•:^¥i;s;;;. T 



3^l^^y£^i■tuted 



-GRife-group ; 
, mono or poly cyclic, 
cyclic groHip fpliphall^ substituted by groups 

by R3a; 
amino, halo, cyano, nitro, 
sulphenyl , tr iazolyl , 
:iyd|;S2iiido, alkyl imidazolyl, 
thiazolyl, alkyl thiazopyl ,.^||^kiyl oxizolyl, oxazolyl, 

.^1 , aminosulphonyl , 



io a C, N, Q or 



atom 



■ a - t leapt X being C, 



independent ly 



cpDtqinin - ^ 



)mN(Rid)co(CH2)m^ 
-O, (CH2)mO' 
(CH2)ntS02 or 

0 or 1 and Rxd 
1 to 5 baokbone 



a branohed allcyl or 



alJiyls 



!ao07 




(2)008 




Bioii 
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1 



Response to office Action of ^mv |M; 
wherein R3 is as de 



m represents 0 or ii-^-^^ 



R4 represents hydijo 
w represents an ir}tj 
X represents CH oif jil^ 

! ■ 

D is a hydrogen bon 
or -Ii-Lp(D)n is: 



(i) 



in which q is 1 or 2; 

Q is a direct bond;! 
bear a Ci.3alkyl substi 
in which each of Ra ^'^^ 
Ci-3alkyl; or one of 
other of Ra ^nd Rt> is - 

or phenyl (which phenyl! 

t 

CONH3, SO2NH2, methylami 
methyl sulphonylamino, 



•-IF.: 

m 



ill 

|ii,.gi|ejH2):w 



mi ^ 

1 % 
l>-R, 



pay ■^:i=fesar -la 




and in which R^ is iscjp^i&pyi;- 
pyr ro 1 i dino , p iperidirio| I 
tetrahydro-1 , 4 -dia2epi|nli|pLn^ 

I ml 1 

may be a 3 , 4 -didehydrc^ jffe&ri-jm^tjlve :and 

i Ills ■ v.'^|rij> '■ 

piperidino, piperazino i^y-.i^v^civ>Trriv^<r» 



methyl group at the 4-jPj 
(ii) 



Hg|is;pi 



^nti:: 



■ft 



MARTIN A HAY AND CO 

! h 



2 003 . 



;co()Hi 




tti'the 1 



iLelpendentliy 



IB 

:6r-CH2^ 



:br : me 

ino, 
ich a 



jr fefeferahydr© 
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or (CH2)wCONH2; 
la ; and 

land n is 0; 



hyd rc!>gen 



pdridin-4-yl which may 
-^giosition; or Rg is NRaRb, 
is hydrogen or 

or methyl and the 
Rji in which Rq is pyridyl 
chloro, methyl, 
dimethyl aminosulphonyl , 
tlr.yjl. sulphonyl substituent) 
ip|ntyl, or NRaRb 

piperazino, or 

\[ 

pyrrolidine or piperidino 
|.n which a pyrrolidine, 
ik/ 4-diazepino may bear a 
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in which Rt is phenyl 
Ci-4 alkyl, methoxy ox-: 
(iii) 



(iwl 



1 =; 



;1 



in which Het is a divaiei 
containing 1, 2 or 3 
having the two ring atoTngj 
by one ring atom; 

h is 0 or 1; and 
Rh is phenyl whiGlK 

and 

HifeT— Ric and Rij 
or a physiologically i 



2 (canceled) : 

3 (canceled) : 

4 (canceled) : 

5 (canceled) : 



6 (currently aniended) 
which y is a CH €R3_fe-^rG 

result from constructio 
^jag-^9R ^(Cy) — COOH w herje 

7 (canceled) : 



fe$fayl:i 



MARTIN 



A HAY AND CO 



h|i|^fehyl may 



iphohy] 



:^jy :lg ea:'r . one 



asiji' 



hieteroaromatic group 
selefctlbd from O, N and S and 
x!s connected separated 



more R3 substituents j 



d'e fined 



tax Ria/ 

*!• 

tnesreof . 



tie 



ihas: the 
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■i'ibear a fluoro, chloro, 
pubstituent) ; or 



i| 

; claimed in Claim 1, in 
I conformation that would 



c:m|inoacid NH2-CH (Cy) -COOH 
1M^2 represbnts part of X-x. 
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8 (currently amended) : 
which Cy represents an 
p yridyl/ — thicnyl ; — thin^ 
cycloalkyl group. 



9 (original) i A cornpounj 
is selected from hydroge| 
ethyl , Tnethylaminomethy ij 
carboxy, methoxymethyl , 
tnethylaminocarbonyl , GLittfj 



ethoxycarbonylamino , t - ta] 
chloro, cyano, nitrO/:t: 
ethylsulphonyl , methyl su| 
ethylsulphonylamido , me 
ethylaminosulphonyl , ami[| 
trif iuoromethyl , 

10 (currently amended) 
which Cy is phenyl, 4-ai^ 
methyl) amidophenyl , 4;- ( 
chlorophenyl , 2 -methypLp 
4 - f luorophenyl , 4 - hydro; 
phenyl , 4 - carboxyphenjyl 
yl, thicn 3 yl, — thiaaiol 




A HAY AND CO 



taqthoxy. 



CONH2 , CH2CONH2 , acetyiamgl^o,:|||^^ttibx^ 



yl / pyrid - 2 yl ; pyrid 



mcthyl -g ^ - pcridin ■ 4 - y3 r- 



11 (canceled) 



12 (currently amended) 
in which L is CO, COlblJ 
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carbionyl 



ii^l,?iiri^t:hylth 

^ •■■'i&ij;.:*: ^X./ 

Tjyl;;. :me 
felaMiiibsii! 

I m 
1 II. 

i!pL c||i[ipouirtd _ 
p-drnfetKyl) 

II 'Mm' i 

i * r 



bony 1 atinfi no , amino , £ 1 uo r o , 



ici, methyl sulphonyl , 
Isulphonylaraido , 



2- 



I Hi 

i! 11 



I Ip: 

^ - CO||if "GiUIld 



^claimed in Claim 1-=^, in 
s^ibstituted phenyl, 
-%^ pcridinyl or 



i Claim 8, in which 

ethoxy, methyl, 
ethyl , hydroxymethyl , 
ethoxycax^bonyl , 
aminomethyl , 



tjliif luoromethoxy and 



anu 



dis. [claimed in Claim 1, in 
atAidophenyl , 4 - (N- 
Idophenyl, 2- 

, 3 - f luorophenyl , 
, 4-Tnethoxy- 
aminophenyl , fete iion 2 



Sluoi b|>henyl . 



met h.|>xyphenyl , 



Ipl: ioteyl 



||yr||fehi:azQi ;yl, 2 mcthylthiaaol d 
M ' 4 ,, -^^1^ pipcridin 1 yl, 1 
::jor r!sai)hth-l-yl , 



as iplaimed in Claim 10^, 
orii C03SIHCH2 . 
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13 . (canceled) : 

14 . (canceled) : 



15 (canceled) ; 



16 (previously presented|i||| J^||c|ar^ 



in which in -L-Lp(D)n; 
(i) 



in which q is 1 or 2; 



Q is a direct bo^d| ten<i|;|^ pi 

lenti^'j;! § 



bear a Ci-aalkyl substili pntijj] ^j^rtihe 1 
in which each of Ra ^^^^pi? 

other of Ra and Rb is; 



or phenyl (which phenyl [ |ayc:|K|^rJ^ 
CONHp, SO2NH2, methyl atnil||^u|«|o^ 
methyl sulphonylammo , ; m^ihoxSf^:pr :;i 



MARTI^f A HAY AND CO 




mil: 



anta 



lhoxj^fik>r :iTr 
and in which Rd isop&bpyM^ eye 

pyrrol idino , piper idino[ ■ 
tetrahydro-i, 4-diazepin|:i||in|||^ a 
may be a 3 , 4-didehydro ^;|pi||^ii;v| ' " 

piperidino, piperazino,[^o;r Ipyifaiydr^ 

: • Nif. 

methyl group at the 4-i^p3.tafD:n3 
(ii) 

4 



Received from < 01625500058 > at 10/24103 9:28:37 AM [Eastern Daylight fme] 



.-2/q 



roc eii 



•11^4 -.1 



@|016 



b claimed in Claim 1^ 



p4ridin-4-yl which may 

]|osition; or Rq is. NRaRfa 
t%y is hydrogen or Ci_ 
or methyl and the 
in which Rc is pyridyl 
chloro , methyl , 
Ei^ethylaminosulphonyl , 
r i su Iphony 1 sub 3 1 i t uen t ) 
lajptentyl, or iSTRa^b 
pjiperazino / or 
iiyirrolidino or piperidino 
'in which a .pyrrolidine, 
:i , 4^diazepino may bear a 



f Juoro 



t%l 
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in which is phenyl ; { 
Ci-4 alkyl, tnethoxy oi^ 
(iii) ; 



in which Het is a 
containing 1, 2 or 3 het 
having the two ring atonal 
by one ring a torn; 

h is 0 or 1; and 
is phenyl which 

17 (previously presented^ 
in which 

(i) q is 2, and 
Rq is piperidin-4-yl whif 
at the l-position; 
(iii) Rh is phenyl whici 
independently selected 
substituent: C1-.5 al]<yl 
trif luoromethyl , methoxi| 
Ci-2 ^cyi' a Tne 

methyl . 

IS (previously presente| 
in which 
-L-Lp(D)n is 




J Sjjfrl^ttoered 
|qoa:||citts;' ^i^ele 
ad^'llJ&Lich' it 
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hjeteroaromatic group 
i;ti:ed from O, N and S and 
i|s. connected separated 



Kin* V-'i'- •■ 

Y m&ah: i;bne 



m 



I svilS^'tiitiuenti 



■■■&m. 

^m|p||pr.|an cji^i 



I bear a fluoro, chloro, 
substituent) ; or 



121017 



bajj more R3 aubstituents . 



as' claimed in Claim 16, 



n-3C)alkyl substituent 



'^T more R3 substituents 
ho or a para 
If lufepv Ichloro, dif luoromethyl, 
dip||tih|lamlino^ methyl sulphonyl , and 



11^ 



Ifluoro, chloro and 



as claimed in Claim 1, 
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in which Rh phenyl w||f,ph;|ir|:^y bear 



substituent independent 1| 
methyl, fluoro, chlorb, 
para substituent: methyl| 
dimethyl amino ,- 

Zi is S, Z2 is CH, m|is||6 

Zi is NH, Z2 is 



ieLih ortho and/or a para 



beibcited: fren^l, • for an ortho ; 



iltthyl^su'lphon 
i£l'a;dr^.b /:.; chl 



19 (previously presentee? 
in which R3 is selected l|BonlS:;hi^ 
ethoxy, methyl, ethyl> ^: |ppyj|li;i j:^^ 
butyl, pentyl, 2-pentyl 



||rqx;^eith|^ , 
Met 



b^rboxy, methoxyrnethyl, 



dimethylaminomethyl , di4§F[tyli'^*^ji^^ ' dimethyl ami noe thy 1 , 

acetyl , hydroxymethyli, 
methoxycarbonyl , ethoxyej 
dimethylaminocarbonyl;. 



methylamino, dimetbyl^mi ;|(i>,. ;;e]thy]^ami] 



acetylamino , amino , f p-ug 



methyl thio, methylsulph(:i||Yl ejthxlsu: 
isopropyl sulphonyl, met 



^inojrie|E-hyl , 



20 (previously preserit^ti 
in which Lp is selected 
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•111 



and acetyl, and for a 
orip^ methoxy and 



•or . 



Ajh^ccpmppund 



^ 3|Hpenti/l, 



fr.f 



Lbro, 



:lsulp=h'eriyl , 
;rt2fiajzp,iiv4-' 
ipln^lir-fyl^ te 



1, 2 ,4-tria20l-4-yl, 1, 2 
1, 3-imidazol-4-yl/ tetr 

methylsulphonamidO/ eith^|feu3^pdcimamidi^ propylsulphonamido 
methylaminoBulphonyl e 
propylaminosulphonyl /; a 
trif luoromethyl and tiri,^ 



I no s iiQiphQny 1 
^jLordniethyl . 




HAY AND CO 



11 



s claimed in Claim 1, 
hydroxyl , methoxy , 

\, butyl, 2 -butyl, t- 
i^opropylaminomethyl , 



aminocarbonyl , 
tiiinocarbonyl , 
rlo \ to rmy 1 amino , 
cy^iio, nitro, thiol, 

=p|jonyl, 

i V 

ilji; 2 , 4-triazol-2-yl, 
i| 1, 2 -imidazole i-yl or 
ti;r^zol-5-yl; 



ohyl 4 
trif luor ome t hoxy , 



iaoinpouiidjl as claimed in Claim 1, 
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where Rg represents H 
N02r CI or OH- 



21 (previously presented 
in whicli Lp represents 



wherein X2 is halo, hyd: 



22 (canceled) 



23 (currently amended) : 
which R2 represents: \ 

(i) phenyl optio 
and/or 4 position byifl 
dif luoromethoxy, trif lii 
trif luoromethyl , methyl^] 
hydroxy , methoxy , e t ho: 
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1j :|; ■!:!•■ 1 

:A :ioi^tnpbuhd 



l^o'; ; i'Chloro, 



TLio'^vvihyl, 

i^ll 1':. 



:; I': I : 



@]Oid 



cyano / ami do / amino ^ 



claimed in Claim 1, 



IniLtro or CONH2 



il claimed in Claim 1, in 



sufcab 



ituted in the 3 
\ hiromo , iodo , ni tro , 

i:aiJrboxy, acetoxy, iyleS02-/ 
i -j '■ 
;hbxycarbonyl , 



^ ■ ',1. Li"'!:» ^- " ■:!.:= ::- ■ v ■■. ■ 
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methylatnino , ethylaniino 
at the 6 position by ami 
cyano or aminomethyl ; |or 

(ii) naphth-2-yl :op 
position by hydroxy aiid :| 
position by amino or liy 

• fiii) igoquinoliri 7|||^ i"|:±ri^ I f l 
5 yl, indagQl - C yl, bcnrila^ ^ ' Y^ 



MARTIN 



py!;^pi; |ii20:Q3 

f aTnidlpi*, ;=iand 
feoxy , 



A HAY AND CO 



optionally gnbotitutcd a^|th^ ! 3:;^ 
amino / methyl or mcthoJc]) 
(iv) — j&eagjr ttiidaEol 



f liioro 



tionally substituted 
methoxycarbonyl , 



buted at the 6, 
ittituted at the , 3 

7 — indol 6 yl , — iiida^-e^ 



€ b: bcnai r soseagol 5-yl 



by chloro ; — bromo> 




I3.y Gubstitutcd at the 3 



pooition by chloro or m 



11 WMh-\ ■: 
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irnQtihy: !^ optionally 
^s'il^tz^biii ; toy i f l-iioiTO / — ohloro, mctliyl) 



3 pooition l^y fluoro, eh: 
□uJpotitutQd at the 5 or 
hydroxy/ oa? ' xnctlioj ey- 



24 (cancelecL) : 



25 (canceled) 



26 (canceled) 



27 (original) : A pharma^^ 
compoiand as claimed in ' 
pharmaceutic ally accept 



28 (previously presenter 
in which R2 represents | 
chloro, amino, vinyl, 
optionally at the 3 pbsj 
Optionally at the 6 pps| 

2 9 ( current ly amended!) | 
of formula (l) 



^2 ; 



where R2 representli 

: > 

(i) phenyl optxonji 
4 position by halo, nit; 
alkylhydrazido^ amino, | 
alkynyl, acylamino, tri| 
MeS02- or Ri, and optiq; 
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^:fetrvEi^und; as 



@I021 



ion, which comprises a 
with at least one 
excipient . 



claimed in Claim 23, 
t|ui[ied in the 4 position by 
1 or methoxy, 
.amijn^ or hydroxy ^ and 
amj]np or hydroxy. 



|A i^^^^.ne :pr(|t4ase inhibitor compound 



L*(D), 



suSsbituted in the 3 and/ or 
'alkoxy, hydrazido, 
pL, alkylthio, alkenyl, 
tijhoxy, carboxy, acyloxy, 
iitjed at the 6 position by 
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amino , hydroxy , halo , 
amido , aminoalkyl , alko 

(ii) naphth-2-yl 
position by halo, haloa.l) 
hydraz ido , al3cylthio , 
substituted at the 3 jiosj 
carboxy, cyano, amido. 



fiii^ — iooquinolin 7;^||f^l /.:;^n;.n:( i;e>^^ 

'4 i M - y^ 




MARTIN 



2a03 

rbdxy , 
Q^j^yithid 
yi-i; sub^' 
ri4:lc|>al3ci' 



al^ynyl 



amin«> 



5 yl, — indasol C yl / bc^n'mte 
optionally pubgtit-Litcci cij|p|:hfi;; ;- 



optionally 

haloQll^yl/ — cyano y nitjro ,.]||imi]rit> I 
allcynyl or R a-^-r 



(iv) bcngimi - da - igQl 5 :|J:1::;P^^ ^^^ ^ yl optionally 



substituted at the 2 poQffi 



— thion 2 yl o:: .tp|? <5f ^^|' 



the 1 or 5 popition- by 
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: ■ dh by - halo, — haloa ^- koxy y 



■ p:6ait 

hydrai^ijjdQ, alfeylfahio, alkcnyli 



ar^iaar lly oubptitntod at 



oallcobci, haloallt^i 



Icnyl/ allcynyl or R^ -r 




1^022 



L koxy c ar bony 1 , cyano , 
or 

^tllituted at the 6 or 7 



ll!, cyano, nitrO/ amino, 
br Rij and optionally 
1 hydroxy, halo, alkyl, 
aljtoxy or alkylthio; 

it " indol 6 yl , — indanol 



ox b G n g i D o x -a 
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poDition by halOj — fe e.lQal3 : 
hydras i do > — alleylthio, 
(xii) — indol 2 yl 



nitrogen atom by alkyl a 



^— pe' &itlon by halo, — hdld ^ 
amin e-; — hydraai ^re-; — alkyl - 'fe j 



- (jiiiii) indol G yl 



hydro3cy, halo, allryl/ 



ami no a Iky — all^oxy o - x= - 



thc 3 pogitioai by halo 
amino, hydraaido, alk]i>^lt^' 
(jciv) bongo [b] thiog 
- 3-pooition by amino, hy^ 



ami do, — an\inoal]t:yl , — alko. 



pooitien ' by halo> — halQa]| 



^^ ydragido, — fe LkylthiO/ 



with the proviGG ^ 
-X-X- represents 

or Q atom or a CO ? — S^ta:"? 

being C; — GO-? — ^5^^' 

e g fe ch Ria indGpcnacr 



alkoxy, alkyl, aminoalk^ 
alkoxycarbonyl / alkylamji 
a cy 1 oxyme thoxyc arbony 1 
hydroxy , alkyl amino , 
R3_ is as defined 

unstibstituted aminoailjky 
Y is a nitrog e n 
Cy is a saturated 
homo or hotoro cycl i c 
^3a phenyl optioncLllj; 
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hydrogen or hydroxyl, 

alkoxyalkyl , 
Jllltoxycarbonyl amino , 
optionally substituted by 
or cycloalkyl; 
L(|(e|ii that Ri is not 

jgroup; 

mono or poly cyclic, 
jsubstituted by groups 

W ^3a; 
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each independlen' 
thiol, alkylthio, alky Is 
imidazolyl , tetrazolyl , • 
thiazolyl, alkyl thiaaol 
alkylsulphonamido , alhyl; 

haloalkoxy and haloalkyr 

.* i 

Lp is group of forin 



in which: 
r is 1 or 2; 

one of and X^, is N an||tii:el 
when r is 1, X^ and Xj^ 
s, t and u are each 0 

and Lb are each indepijndieipt^ 

C=0, O- and NRig' ^^^^Sl^ii^'l^ ^ 
G i3 (1-6C) alkanediyl 
R^Q is {1-6C} alkyl, ( 

substituted by (1-6C) 
tetrahydropyranyl , te tr£ \ prdicioit^ 
unsubstituted or substiilite^d:; bi 



pyrrolinyl, or a groub 



in which v is 1, 2 oi 
is CH or N, provided 
N; and is hydrog^n-,1 

i 

hydroxy (1-6C) alkyl; prq 
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iino, halo, cyano, nitro, 
[ sulphenyl , triazolyl , 
lira^i^o;^ lalljEyi imidazolyl, 
^oHyl, oxazolyl, 
aminoBulphonyl , 



fonrvi^la 



iiii J 



m wheii 



i Mi 
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i'laUdra 



J:! oxa 



It alkyl 



aqpyri 



is 

fejtyi 



that ; when 



i#l 



ciri 



amcL 



@]024 



CH or N provided that 



qctiled from a single bond, 

! 

rpgen or (1- 6C) alkyl; 



wpich is unsubstituted or 

ns^^hyl, 'pH^ridyl, 

, phenyl which is 
two R3 groups , 



X(j is N and the other 

and Xjj are not both 
when X^ is CH, 
t is 0, the sum of s 
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and u is 1; when is 
Lb is ^ bond or C=0; wh! 
when (La) a- (O) t- (Lb) repr. 
both represent N, the 
carbon atoms , 

where L is CO or CH2CO 
CH2NHCO when Xa is CH; 

but excluding compounds 
(i) 



in which q is 1 or 2 ; 

(a) Q is -O- or |-N] 

(b) Q is methylene, 
each of and Rj^ 

or one of and R^j i 
and R]q is -CH2-Rc 
(which phenyl may bea|r 
methylaminosulphonyl , 
methylsulphonylamino , 
and in which R^ is islopj 
pyrrolidine , piperidini 
tet rahydro- 1 , 4 -diazepinl 
may be a 3 , 4-didehyd2:o; 
piperidino, piperazir.o 
methyl group at the 4 
(ii) 
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is'':N, io:c L is CONH, CONHCH2 or 



\ y^ii}a:<^ is: 



^ land 



.ild;:^Ri;|.i;S. NP 



xaroger. 



Pt7 



riiyiJi 
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Sa;:!boncf 



iCon1:'a 




wltich 



;;i;chlciiJo 



miinosti 



i'r i-metby L 

'1 • i 

; dyclc;i: 



daiiydr<:» 



pic C=0; when X^ is 
both N, t is 1; and 
group and Xb and Xo 

tns at least two chain 



ii^'rrolidii 



@025 



or 



t lyl 



hydrogen or Cx_3alkyl; 

and the other of R^ 
is pyridyl or phenyl 
methyl , CONH2 , SO2NH2 , 
iti^honyl / 

sulphonyl substituent) 
bntyl, or NR^Rb is 



piLperazinOy or 

no or piperidino 
in which a pyrrolidine, 
k., 4-diazepino may bear a 



24/10 '03 FRI 14:3r FAX 01625500058 



Serial NO, 09/926,712 
Response to Office Action 



in whicii Rr is -(CH2)c:" 
whicti c is 1 or 2 and 
Rf independently is h^^ 
cyclopentyl (which ma^'- 
substituent at the 3- oa 
bear a methyl, ethyl or 
4 -position) , tetrahydro' 
pyrrolidin-3-yl (which : 
piperidin-4-yl (which 
indan-2-yl; and Rg is 

4-fluoro substituent or 
(iii) 



in which q is 1 or 2 
s is 0 or 1; and 
Rg is - (CH2)c-Rc 

is defined as above; 

(iv) 
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len:,; or 



Irpprgi; 



Ilbe'ar 



ill 



•R 



CHReRf. or Rg in 
kbove; each of R^ and 
lj|jyl; or CHReRf is 

thyl or hydroxymethyl 
(Byclohexyl (which may 
ubstituent at the 3- or 
t et :|| ahy dr o t hi opy r an - 4 - y 1 , 

misthyl substituent) , 
mei;t:yl siibstituent) , or 
/I phenyl which may. bear. a 

ddoxobenzo [b] thiophenrV- 



;t 6r 



SJ 



:0 
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(glQ26i 



-CHReRf each of which 
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Lperici-p 



in which Rt is pi 

any of which ma"i[ 

Imposition; 

D i3 a hydrog|eii: 

and 

I^T— Ric ^Ij 
or a physiologically 

30 (canceled) : 

31 (canceled) : 

3 2 {currently amendedj 
which Y is a CH €R,i.]^-§r;< 

result from construct xd: 

fflia-€ii3^4 sy") cooH whe t& 
33 (canceled) 



ah 



thia^ 



34 (currently amended,^ 
which Cy represents 

pyridyl , thicnyl , 
cycloalkyl group. 



preserite 



select^ 



carbo^cy. 



3 5 (previously 
in which R^a, 
ethoxy , methyl , ethyl 
hydroxymethyl , 
ethoxycarbonyl , me 
ami nome t hy 1 , CONH2 ; 
met hoxyc arbony 1 amino 
butoxycarbonylamino , 



th^]ii 

cm 
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nii|r; gi3;iip; and n is 0; 



. coitipbund 

aiidfi; 



h mi 



II ........ .. 

I mi 

||r^E>m^ 



ip;}=::?f.lj\io;^o, 



Rla' 
til^lii^eof . 



-kap^thyl- 



Dunc. 



HAY AND CO 



claimed in Claim 29, in 
conformation that would 



81027 



-3-yl or pyrrolindin- 
eubstituent at the 



©il-a-atlriSlnoacid NH2-CH.(Cy) -COOH 
•^bre^iprefel^ts part of X-X* 



claimed in Claim 33, in 
Substituted phenyl, 

pipcridinyl or 



claimed in Claim 34, 
hydroxy 1 , me thoxy , 
riii^iiapj^inprnetjlllil^l , dimethyl aminomethyl , 
methoxycarbonyl , 
Lmethylamino-carbonyl , 



^Ttrti no , t - 

ijlilior o , cyano , n i t r o ^ 
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thiol, methyl thiOx meth^J^I 
methyl sulphenyl , meth^l^ 
methylaminosulphonyl , 
trif luoromethoxy and ti^i 



36 (currently amended) 
which Cy is phenyl, 4 
methyl ) amidophenyl , 4 
chlorophenyl , 2 -methy: 
4 - f luor opheny 1 , 4 - hydirdfe 
methoxyphenyl , 4 - carbo: 
• thicn 2 yl, thicn 1 yl 



13! mi: 



mcthylthiazol ^ yl/ pyr 
plpcridia 4 yl, 1 mct^j^|]|||jp j< 
1-yl. 



37 (previously presence' 
29, in which R3 is se 

1 

ethoxy , methyl , ethylj , ^ 
butyl f pentyl, 2-pentjjyl 
dimethyl aminomethyl , 
acetyl , hydroxymethyl 
methoxycarbonyl , etho; 
dimethylaminocarbonyl 
methylamino , dimethyl, 
acetylamino, amino, f 
thiol / methylthio , metlh^ 
isopropyl sulphonyl , i^jiet 
1, 2 , 4-triazol-4-yl, 
1 , 3-imida2ol-4-yl^ t^t; 
methylsulphonamido , ^t: 
methylaminosulphonyl 



Received from < 01625500058 > at 10/24(03 9:28:37 AM [Eastern Daylight Time] 



etl|h|rl sulphonyl , 
kmidoj - ' ithyl sulphonyl amido, 
i6:Bulpl:.<:i iyl , aminosulphonyl , 



lb ;i0tii|Lipiro 



[j^hjiri ) atti^ 
-{£;|.uo 
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A HAY AND CO 



ai3 



iTiW henyl 



ttiet tic xypheny 1 , 4 - 



2thH^ii|sulphonylaminophenyl , 
hiacol 5 yl , — 3— 




::;|hyd 
2 4prot 



eli: 



[g]028 



claimed in Claim 29, in 
id;ophenyl, 4- (N- 
dophenyl , 2 - 

3 - f luorophenyl , 



; yl ^ pyrid 4 yl , 



-cyclohexyl or naphth- 



as claimed in Claim 
fen , hydroxyl , methoxy , 

: butyl, 2 -butyl, t- 
i||fe.opropyl aminomethyl , 
].., dimethylaminoethyl , 
I i-rboxy , me thoxymethyl , 
I iimetijiy L^aminocarbonyl , 
nocarbonyl , 
formylamino, 
dil^no, nitro, 
^1 sulphonyl , 

2 , 4 "triazol -2 -yl , 
,1, 3-imidazol-l-yl or 
kzpl-5-yl ; 

: propyl sulphonamido , 
iJq^ulpti^^lt^yl/ 
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propylaminosulphonyl , 
trif luoromethyl and ti||i;| 

38 {currently amended) 
which R2 represents 

(i) phenyl option,a^|| 
and/or 4 position by 0| 
dif luoromethoxy , t rif 1 lij 
trif luoromethyl / methj':i^|j^piH|^ 



hydro3cy , methoxy , ethj »:x;j 
mefchylamino , ethylami:j|Q| 
at the 6 position by 
cyano or aminomethyl ; 

(ii) naphth-2-yl 
position by hydroxy amdj 
position by amino or 

4 i - ii) — iooquinolin;'^^ 



^ -yl, indazol ^ - -yl, b s^ l|h|| i 4 4 yl -<: r bcngiooxaaol .5 yl 
optionally oubotitutoft^lfdE^ chloro, broTno, 



amino, methyl or - fliothoic 



(i - V ") — b cn g imi daz O j3r: 
aubotitutod at the 



-fv-^ — thion 2 



■ the 4 OX" D pooition by'::;:; 
(vi) — 3 , 4 methyl dn'o 



3 , 3 diohle n ro 2 03C0 in 



4v^^> "bcngothia2 



tctrohydroimidago [1,2' ■ ;d| |iy3rj^ 



(viii) — ^ yraaol — 5- 



— pyrid 2 yl 



by Ghloro; 



fluted in the 3 
iOro, iti^Dmb, iodo, nitro, 
amof^ , oyano , 
L, c^:iHboxyr acetoxy, MeS02-, 
m jcybarbonyl , 
^c|}>ii^;i;| and 'optionally substituted 
1 jikoro , methoxycarbonyl , 

ijfcuted at the 6, 
fcitiited at the 3 
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tjriif luoromethoxy. 



^Md a4 : Claimed in Claim 29, in 



rsubs 



abl. 5 



±d./. mccMyi or acetyl; 

dihydroindol S yl r- 



r :;^i - mc ba iyl 3 aminoindaaol 5 - yl; 
Idaa^ l^- - , 3 alpyrimidin 2 yl or 



Kutcd: brea the 5 pocit"3 refir-by 



#afe-s4Hir butcd at the S popitio^ !h 



iindol G yl, — indaaol - 



ibjri&dJ^BQt ferf asol 6 yl optionally 



^p^fek^ a - ally oubcjtitut - ed at 
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pyrid 3 yl objfe 



(xi) — bcmzofur 3 

! 



(3cii) — indol 2-yl 



nitregcn atom by meth^ Q^ 



C poaition by fluoror 
(xiii) — Midol 6 y3 : 



poaition by chloro or 



4 =xkLv) bcngoCb] th i<^! lpi:j:|:f:i | l|:^^ guba^Litutcd at tho 



3 pooition by f luoro, 



s^afeKa titutcd at the 5 fag iipa! j ^^ — chloro, methyl/ 



hydroxy, or mcthoxy. 

39 (previously present 
in which r2 is phenyl 
amino , vinyl , methylamil 
the 3 position with a|ijni| 
position with amino ajr;| 

40 (canceled) 

41 (previously preser te 
which comprises a corrpo 
with at least one phariml 
excipient • 

42 (new) : A compound 
from: 

1- (3~Amino-4-chlorobein2;' 

I :^.\ 

methyl sulphonylphenyl Ym 

I: 



^eo ition by chloro, mdt|L the 5 or 6 pooxtion 



by methyl and at the G ^||gLtx6^ 
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m ^^^^ 



: ;":'f('-'. i; 



bubotitutcd at tehe- ' S or 
■ € ! !hfflSir6';^: or mcthojc^y^; 




stiiifeu 



rrt'et 



kbi^iq^ l lttib - and optionally 



ir^zilillfe 
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^ubDt - j iyr Xtcd at tho 4 pooition 



g^4 b - itutcd at the 3 



y^fafimed 



^claimed in Claim 3B, 
tVip A position by chloro, 
ijriythoxy, optionally at 
■BXid optionally at the . 6 



:utcd on the indole 



4 he — C popition by 
y oubotitutcd at the 3 



harmac eutical 



composition, 
n Claim 29 together 



ac c<5ptable carrier or 



C] y -m' 1, which is selected 



::ihyl) -4- (4-f luoro-2- 
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1- (3-Atnino-4-chlorobei3:?:'§ 



bispiperidine ; 
1- (2-Amino-4''Chlorobeiiz|j! 
mettLylaulphonylpiienyllj p^l 
and physiologically tolie 



43 (new) : A pharmaceut^';! 
compound as claimed ixt 
pharmaceutically accet)fi| 



MARTIN 
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,^lgli Iclinyl) -4 - (2- 



tiI^p^epf . 



o ;: 



^ •■■! 
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unyl) -1' -methyl-4 ,4' 



I v^iiich comprises a 
with at least one 
bxcipient. 



